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  ﯽداﻧﺸﮕﺎه ﻋﻠﻮم ﭘﺰﺷﮑ
  و ﺧﺪﻣﺎت ﺑﻬﺪاﺷﺘﯽ درﻣﺎﻧﯽ ﮐﺮﻣﺎن
  
   ﯽداﻧﺸﮑﺪه ﭘﺰﺷﮑ
  
  ﺑﺎﻟﯿﻨﯽ ﺑﯿﻮﺷﯿﻤﯽ رﺷﺘﻪ( D .hP) ﺗﺨﺼﺼﯽ دﮐﺘﺮای ﻣﻘﻄﻊ ﻧﺎﻣﻪ ﭘﺎﯾﺎن
  
  ﻋﻨﻮان:
 و 63DC، 9DC ژﻧﻬﺎي ﺑﯿﺎن ﻣﯿﺰان ﺑﺮ هﺎ ﻣﻮرﻓﯿﺴﻢ ﭘﻠﯽ ﺑﺮﺧﯽ و ﺗﺮﯾﺎک ﺗﻨﯽ ﺑﺮون و ﺗﻨﯽ درون اﺛﺮات
 ﺑﻪ ﻣﺒﺘﻼ اﻓﺮاد در اﻟﺘﻬﺎﺑﯽ و اﮐﺴﯿﺪاﻧﯽ ﺷﺎﺧﺼﻬﺎی ﺑﺮﺧﯽ و ﻣﺤﯿﻄﻲ ﺧﻮن هﺎی ﻣﻮﻧﻮﺳﯿﺖ در 86DC




  ﻣﺤﻤﺪ اﻣﯿﻦ ﻣﻮﻣﻨﯽ ﻣﻘﺪم
  اﺳﺘﺎد راهﻨﻤﺎ:
  دﮐﺘﺮ ﻏﻼﻣﺮﺿﺎ اﺳﺪی ﮐﺮم
  ﺪ راهﻨﻤﺎﺎﺗﯿاﺳ
 ﻧﮋاد ﻓﺎرﺳﯽ ﻋﻠﯿﺮﺿﺎ دﮐﺘﺮ |ﮐﺎﻇﻤﯽ ﻣﺤﻤﺪ دﮐﺘﺮ | ﻣﻌﺼﻮﻣﯽ ﻣﺤﻤﺪ دﮐﺘﺮ
  
  (٨٩)ﻣﻬﺮ  ﺗﺤﺼﯿﻠﯽ ﺳﺎل(                  ۶۵۵ﺷﻤﺎره ﭘﺎﯾﺎن ﻧﺎﻣﻪ:)
                                                                                                                                               
  ﭼﮑﯿﺪه:
ﯾﮑﯽ از ﺪ. ﻨﻣﻬﻤﺘﺮﯾﻦ ﻋﻮاﻣﻞ ﻣﺮگ و ﻣﯿﺮ ﻣﯽ ﺑﺎﺷﯾﮑﯽ از ( DAC)ﺑﯿﻤﺎری هﺎی ﻗﻠﺒﯽ و ﻋﺮوﻗﯽ  ﻣﻘﺪﻣﻪ و اهﺪاف:
ﻣﮑﺎﻧﯿﺴﻢ ﻣﻮﻟﮑﻮﻟﯽ اﺛﺮ اﯾﻦ ﻣﺎده در راﺑﻄﻪ ﻧﻘﺶ داﺷﺘﻪ ﺑﺎﺷﺪ ﺗﺮﯾﺎک اﺳﺖ.  DACﻋﻮاﻣﻠﯽ ﮐﻪ ﻣﻤﮑﻦ اﺳﺖ در ﮔﺴﺘﺮش 
ﻣﺸﺨﺺ ﻧﺸﺪه اﺳﺖ. هﺪف از اﯾﻦ ﻃﺮح، ﺑﺮرﺳﯽ اﺛﺮ ﺗﺮﯾﺎک در راﺑﻄﻪ ﺑﺎ ﺑﯿﺎن ﮔﯿﺮﻧﺪه هﺎی  ﺑﺎ اﯾﻦ ﺑﯿﻤﺎری ﺑﻪ ﻃﻮر دﻗﯿﻖ
و ﺑﺮﺧﯽ از ﺳﺎﯾﺘﻮﮐﺎﯾﻦ هﺎی ﭘﯿﺶ ﺑﺮﻧﺪه و ﺿﺪ اﻟﺘﻬﺎﺑﯽ در  9DCﻣﻮﻟﮑﻮل ﺗﺘﺮاﺳﭙﺎﻧﯿﻦ ، 86DC و 63DCرﻓﺘﮕﺮ، ﺷﺎﻣﻞ 
 ﻣﯽ ﺑﺎﺷﺪ. PHT-1ﻏﯿﺮ ﻣﻌﺘﺎد و اﻓﺮاد ﺳﺎﻟﻢ و هﻤﭽﻨﯿﻦ در رده ﻣﻮﻧﻮﺳﯿﺘﯽ  اﻓﺮاد ﻣﺒﺘﻼ ﺑﻪ آﺗﺮو اﺳﮑﻠﺮوز ﻣﻌﺘﺎد ﺑﻪ ﺗﺮﯾﺎک،
ارزﯾﺎﺑﯽ  DACﺑﺎ ﻓﺸﺎر ﺧﻮن و  63DCژن  )A > G( 7661671srﭘﻠﯽ ﻣﻮرﻓﯿﺴﻢ ارﺗﺒﺎط ﺑﯿﻦ هﻤﭽﻨﯿﻦ در اﯾﻦ ﻣﻄﺎﻟﻌﻪ 
  ﺷﺪ.
ﯽ ﻣﻮرﻓﯿﺴﻢ اﻧﺠﺎم ﺷﺪ. ﺑﺨﺶ اول ﻣﻄﺎﻟﻌﻪ ﺑﺮ روی اﯾﻦ ﻣﻄﺎﻟﻌﻪ در ﺳﻪ ﺑﺨﺶ ﺑﺎﻟﯿﻨﯽ، ﮐﺸﺖ ﺳﻠﻮل و ﺑﺮرﺳﯽ ﭘﻠ روﺷﻬﺎ:
اﻓﺮاد  -٣ﻧﻔﺮ( و  ٠٣) DACاﻓﺮاد ﻣﺒﺘﻼ ﺑﻪ  -٢ﻧﻔﺮ(  ٠٣و ﻣﻌﺘﺎد ﺑﻪ ﺗﺮﯾﺎک ) DACﺑﻪ  اﻓﺮاد ﻣﺒﺘﻼ - ١ﺳﻪ ﮔﺮوه ﺷﺎﻣﻞ 
و  TR-RCPﺑﻪ ﺗﺮﺗﯿﺐ ﺑﺎ ﺗﮑﻨﯿﮏ  86DCو  63DC، 9DCﻧﻔﺮ( اﻧﺠﺎم ﺷﺪ. ﻣﯿﺰان ﺑﯿﺎن ژﻧﻬﺎ و ﭘﺮوﺗﺌﯿﻦ هﺎی  ٧١)ﺳﺎﻟﻢ 
در  ﻣﯿﺰان ﺳﻄﻮح ﭘﻼﺳﻤﺎﯾﯽ ﺳﺎﯾﺘﻮﮐﺎﯾﻦ هﺎ ﺑﻮﺳﯿﻠﻪ ﺗﮑﻨﯿﮏ اﻻﯾﺰا ﻣﻮرد ارزﯾﺎﺑﯽ ﻗﺮار ﮔﺮﻓﺖ.ﻓﻠﻮﺳﺎﯾﺘﻮﻣﺘﺮی ﺑﺮرﺳﯽ ﺷﺪ. 
ﮐﺸﺖ داده ﺷﺪه و ﺗﯿﻤﺎر ﺳﯿﮕﺎر و ﺗﺮﯾﺎک ﺑﻪ در ﻣﺤﯿﻂ ﮐﺸﺖ ﮐﺎﻣﻞ  PHT-1ﺑﺨﺶ دوم، ﺳﻠﻮل هﺎی رده ﻣﻮﻧﻮﺳﯿﺘﯽ 
ﭘﻠﯽ ﺻﻮرت ﺟﺪاﮔﺎﻧﻪ و ﺗﺮﮐﯿﺒﯽ اﻧﺠﺎم ﺷﺪ و ﺑﯿﺎن ژﻧﻬﺎ و ﭘﺮوﺗﺌﯿﻦ هﺎ ﻣﺎﻧﻨﺪ ﺑﺨﺶ اول، ارزﯾﺎﺑﯽ ﮔﺮدﯾﺪ. در ﺑﺨﺶ ﺳﻮم، 
( ﻓﺸﺎر ﺧﻮن ٢  ﻧﻔﺮ( ٢۵) ( ﻓﺸﺎر ﺧﻮن ﺑﺎﻻ١ﺷﺎﻣﻞ  از اﻓﺮاد  ﭼﻬﺎر ﮔﺮوهدر  63DCژن  )A > G( 7661671srﻣﻮرﻓﯿﺴﻢ 
ﺑﺎ  ،ﻧﻔﺮ( ۴۶) ﺑﻪ ﻋﻨﻮان ﮔﺮوه ﺷﺎهﺪ DAC( ﺑﺪون ﻓﺸﺎر ﺧﻮن ﺑﺎﻻ و ۴ ﻧﻔﺮ( ۵۶) DAC ( ٣، ﻧﻔﺮ( ٧۵) DACﺑﺎﻻ و 
  .ﺑﺮرﺳﯽ ﺷﺪ RCP-PLFRاﺳﺘﻔﺎده از ﺗﮑﯿﻨﯿﮏ 
ﻏﯿﺮ  DAC( و اﻓﺮاد 100.0<Pﻣﻌﺘﺎد ﺑﻪ ﺗﺮﯾﺎک ) DAC ﺳﺎﻟﻢ ﻧﺴﺒﺖ ﺑﻪ اﻓﺮاد در اﻓﺮاد 63DCﻣﯿﺰان ﺑﯿﺎن  :ﯾﺎﻓﺘﻪ هﺎ
آﺗﺮو در اﻓﺮاد  NFI-γو  FNT-α، LI-01، LI-71، LI-32ﻣﯿﺰان ﺳﺎﯾﺘﻮﮐﺎﯾﻦ هﺎی ﺑﻮد.  ﺑﯿﺸﺘﺮ( 200.0=Pﻣﻌﺘﺎد )
در اﻓﺮاد ﮐﻨﺘﺮل اﻓﺰاﯾﺶ  LI-1βاﺳﮑﻠﺮوز ﻣﻌﺘﺎد ﺑﻪ ﺗﺮﯾﺎک ﻧﺴﺒﺖ ﺑﻪ اﻓﺮاد ﻏﯿﺮ ﻣﻌﺘﺎد و ﮔﺮوه ﮐﻨﺘﺮل ﺑﯿﺸﺘﺮ ﺑﻮد. ﺳﻄﺢ 
را در ﺳﻄﺢ  86DCو  63DCﺳﯿﮕﺎر، و ﻧﻪ ﺗﺮﯾﺎک ﺑﯿﺎن ﮔﯿﺮﻧﺪه هﺎی رﻓﺘﮕﺮ  ﺑﯿﺸﺘﺮی ﻧﺴﺒﺖ ﺑﻪ دو ﮔﺮوه دﯾﮕﺮ داﺷﺖ.
                                                                                                                                               
، هﻤﭽﻨﯿﻦ ﻧﺴﺒﺖ ﺑﻪ ﮔﺮوه ﮐﻨﺘﺮل اﻓﺰاﯾﺶ داد (210.0=Pو  610.0=P)ﺑﻪ ﺗﺮﺗﯿﺐ،  ﯿﻦو ﭘﺮوﺗﺌ( 100.0<P) ANRm
  (.P40.0=1ﻧﯿﺰ ﻧﺴﺒﺖ ﺑﻪ ﮔﺮوه ﮐﻨﺘﺮل ﺑﯿﺸﺘﺮ ﺑﻮد ) 9DCﺑﯿﺎن ﭘﺮوﺗﺌﯿﻦ 
 .(300.0=P) در ﭼﻬﺎر ﮔﺮوه ﺗﻔﺎوت ﻣﻌﻨﯽ داری داﺷﺖ 63DCژن  7661671srﻓﺮواﻧﯽ ژﻧﻮﺗﯿﭗ ﭘﻠﯽ ﻣﻮرﻓﯿﺴﻢ 
ﯾﮏ اﺛﺮ ﻣﺤﺎﻓﻈﺘﯽ در ﺑﯿﻦ   )7661671sr(  63DC(( ﭘﻠﯽ ﻣﻮرﻓﯿﺴﻢ  ژنGG( در ﻣﻘﺎﺑﻞ )AA + AGﻣﺪل ارﺛﯽ ﻏﺎﻟﺐ ))
  DAC(  و ﺑﯿﻤﺎران 160.0 = IC %59 ;071.0=RO– ;374.0P=100.0( )١ﺑﯿﻤﺎران ﻣﺒﺘﻼ ﺑﻪ ﻓﺸﺎر ﺧﻮن ﺑﺎﻻ )ﮔﺮوه 
  داﺷﺖ. = IC %59 ;812.0 = RO( 580.0-  ;755.0100.0=P)(  ٣)ﮔﺮوه 
  ﻧﺘﯿﺠﻪ ﮔﯿﺮی: ﺑﺤﺚ و 
و ﻣﺴﺘﻘﻞ از  ﮔﯿﺮﻧﺪه هﺎی  ﺑﻪ ﻃﻮر ﮐﻠﯽ ﺗﺮﯾﺎک ﺑﺎﻋﺚ اﻟﻘﺎی اﻟﺘﻬﺎب از ﻃﺮﯾﻖ ﺗﺪاﺧﻞ ﺑﺎ داروهﺎی ﺿﺪ اﻟﺘﻬﺎﺑﯽ
ﺳﯿﮕﺎر  .ﻣﯿﺸﻮد DACﮐﻪ ﻣﻨﺠﺮ ﺑﻪ ﻋﻮارض ﺷﺪﯾﺪی در  ﺑﯿﻤﺎری  ﺷﻮد،ﻣﯽ  9DCو ﺗﺘﺮاﺳﭙﺎﻧﯿﻦ  86DCو  63DCرﻓﺘﮕﺮ 
در ﮔﺴﺘﺮش و ﭘﯿﺸﺮﻓﺖ ﺑﯿﻤﺎری هﺎی ﻗﻠﺒﯽ ﻋﺮوﻗﯽ  9DCو اﻓﺰاﯾﺶ ﭘﺮوﺗﺌﯿﻦ  86DCو  63DCاز ﻃﺮﯾﻖ اﻓﺰاﯾﺶ ﺑﯿﺎن 
ﻤﮑﻦ اﺳﺖ ﺑﻪ ﻋﻨﻮان ﯾﮏ ﻣ PNS، اﯾﻦ 63DCژن  7661671srﺑﻪ ﻋﻨﻮان ﻧﺘﯿﺠﻪ از ﻣﻄﺎﻟﻌﻪ ﭘﻠﯽ ﻣﻮرﻓﯿﺴﻢ  ﻧﻘﺶ دارد.
  در ﺟﻤﻌﯿﺖ ﺟﻨﻮب ﺷﺮق اﯾﺮان ﺑﺎﺷﺪ. DACﮐﻨﻨﺪه ﺑﺮای اﻓﺰاﯾﺶ ﻓﺸﺎر ﺧﻮن و  ﻣﺤﺎﻓﻈﺖﻓﺎﮐﺘﻮر 
  








                                                                                                                                               
Abstract 
Background and Objectives: It is suggested that opium may play a potential role in the development 
and progression of coronary artery disease (CAD). The molecular mechanism of this substance in 
relation to CAD has not yet been determined exactly. The aim of the present study was to explore 
the role of opium on the expression of scavenger receptors, including CD36 and CD68, CD9 
tetraspanin, some pro-inflammatory, and anti-inflammatory cytokines in the CAD opium-addicted 
and non-opium-addicted patients and in THP-1 cell line. Also, the present study was conducted to 
investigate the possible association of CD36 rs1761667 (G>A) gene polymorphism with 
hypertension and/or CAD. 
Methods: Subjects were divided into three groups: 1) CAD opium-addicted (CAD-addicted, 
n=30); 2) CAD non-opium-addicted (CAD, n=30); and finally 3) non-opium-addicted with no 
CAD individuals as a control group (Ctrl, n=17).The protein and mRNA levels of CD9, CD36, and 
CD68, were evaluated by flow cytometry and Real-Time PCR methods, respectively. Plasma levels 
of cytokines were evaluated by ELISA technique. In relation to in vito section, the THP-1 cell line 
was grown in RPMI-1640 supplemented with 10% FBS 1% Penicillin-Streptomycin in a 5% CO2 
humidified atmosphere at 37 ◦C. The cells were treated with cigarette smoke extract and opium in 
24 hr incubation. The protein and mRNA levels of CDs were evaluated. For evaluation of CD36 
rs1761667 (G>A) gene polymorphism study was composed of 238 subjects who were admitted for 
coronary angiography, and divided into four groups: 1) hypertensive without CAD (H-Tens, 
n=52); 2) hypertensive with CAD (CAD+H-Tens, n=57); 3) CAD without hypertension (CAD, 
                                                                                                                                               
n=65); and 4) non-hypertensive without CAD as the control group (Ctrl, n=64). The CD36 
rs1761667 polymorphism was genotyped with PCR-RFLP method. 
Results: CD36 increased significantly in mRNA in both CAD and CAD-addicted patients 
compared to the Ctrl group (P = 0.013 and P = 0.001 respectively). The plasma levels of IL-23, IL-
17, IL-10, TNF-α, and IFN-γ were significantly higher in the CAD-addicted group than the CAD 
and Ctrl groups. The IL-1β levels were shown to be significantly higher in the Ctrl group. 
CD36 and CD68 mRNA and protein expression levels were significantly increased in the cells 
treated with cigarette smoke extract compared to the control (P< 0.001 in mRNA expression levels 
and P= 0.016 and P= 0.012 in protein expression levels, respectively). The CSE increased the level 
of CD9 protein expression compared to the control group (P= 0.041) on the human macrophage cell 
line THP-1. No significant differences were observed in the CD9, CD36 and CD68 gene expression 
and at the protein levels between opium-treated THP-1 cells and controls. 
The genotype, but not allele frequency of the CD36 rs1761667 was significantly different between 
the four study groups (P = 0.003). Furthermore, recessive inheritance model of CD36 rs1761667 
polymorphism was significantly associated with an increased risk of CAD with hypertension (OR = 
5.677; 95% CI = 1.053-30.601; P = 0.043). However, the dominant model of CD36 rs1761667 had 
a protective effect on H-Tens and CAD patients. 
Conclusion: The results of the present study demonstrated that opium induces inflammation 
independent of CD36 and CD68 scavenger receptors and CD9, which can lead to deterioration of 
CAD complications. Cigarette increased the expression of CD36 and CD68 at the gene and protein 
                                                                                                                                               
levels and CD9 expression at the protein level. Therefore cigarette may play an important role in the 
pathogenesis and development of many inflammatory diseases, including cardiovascular diseases, 
COPD and lung carcinoma through up expression of CD36, CD68 and CD9. Furtheremore, our 
results revealed that opium has not shown significant effect on the expression of CD36, CD68 and 
CD9 at the gene and protein levels at least at the time and dose which design in the present study, 
hence the role of opium in development of inflammatory diseases such as cardiovascular diseases in 
human (which reported by some researchers) are mediated by other mechanisms. Also, the present 
findings revealed an association of CD36 rs1761667 polymorphism with susceptibility to 
hypertension and/or CAD in the Iranian population. 
 Keywords:  Opium; Coronary artery disease; Cytokines; CD9; CD36; CD68; SNP.
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